The Cyclodextrins are of particular interest and importance in the field of inclusion and the formation of molecular complex. The aim of this work is to search by various techniques, among others: the molecular docking, the inclusion techniques, and complexations (Tail-Thread, Thread-Thread, Tail-Tail) of conformations (geometric parameters) to form inclusion complexes of beta-cyclodextrin with triphenylphosphine using an evolutionary optimization method in this case the Genetic Algorithms. The results are satisfactory. Software was designed to find an elite generation that represents the most stable complexes (minimum energy). This energy has been a determining factor and was chosen as fitness function (fitness) of the genetic algorithm.
INTRODUCTION
Very recently, an important development was effected in the field of studying the mechanisms of inclusion using host molecules for trapping more molecules called guest molecules and this to give rise to inclusion complexes or complexes "host -invited" without any covalent bond takes place.
The mode of administration of a drug often plays a crucial role in the expression of pharmacological activity. One application for inclusion is the encapsulation of the active principle in a host molecule and which is one of the most recent approaches and the most promising drug transport (Saenger, 1980) . Many mineral molecules (zeolites, kaolinites, ...) Or organic (crown ethers, cyclophanes, cyclodextrins, ...) Have a "cavity" allowing them to give rise to inclusion complexes. The stability of the complex is therefore based on the quality of adaptation between partners .
Cyclodextrins are of particular interest because they can form inclusion complexes with a large range of guest molecules.
The aim of this work is the modeling of the inclusion of guest molecules by guest molecules using an evolutionary method in this case a genetic algorithms that allow a good exploration of the search space to find the most stable complexes. An application is carried out on the inclusion of betacyclodextrins by the triphenylphosphine.
PROBLEMATIC AND STATE OF THE ART
In 1891, Villiers isolated for the first time a group of non-reducing oligosaccharides from the enzymatic degradation of starch by an amylase (cyclodextrin glucosyl transferase) produced by different bacilli. Villiers was isolated 3g of a crystalline substance ((C 6 H 10 O 5 ) 2 3H 2 O) from the digestion of 1 g of starch by a strain of micro-organisms. The products obtained have physicochemical characteristics similar to those of cellulose, so he dubs "cellulosines." They are also called dextrins. Schardinger, 20 years later isolated the microbial strain responsible for the formation of these "cellulosines," he calls Bacillus macerans and describes the mode of purification and preparation of these oligosaccharides. It also highlights the capacity of these dextrins to form specific adducts with di-iodine molecules. The distinction between the α-dextrin and β-dextrin is due to their difference in the crystalline complexes formed with iodine. The complex of α-dextrin is gray-green, while that formed by the β-dextrin is red-brown.
It was in 1932 that Prigsheim and his team demonstrate that these products have the property to form complexes with organic molecules. French, Cramer, and Freudenberg also contributed greatly to the knowledge of cyclodextrins and elucidation of their structure during the year 30-40. Freudenberg and his team demonstrate when these oligosaccharides are composed of a chain of n units to Dglucopyranosidiques, the main fraction containing alpha and beta-cyclodextrin (with units 6 and 7 respectively). Similarly the postulate in the ability of cyclodextrins to form inclusion compounds is set. This same team discovered in 1948 the γ-cyclodextrin (composed to 8 glucose units) and determines its structure completely (Freudenberg, 1953) .
In early 1950, teams of French and Cramer studied extensively the enzymatic production of cyclodextrins, their purification, and physicochemical characterizations.
Property of cyclodextrins to form inclusion complexes became the subject of intensive study, in particular by the team Cramer (1957) . Thus the first patent on the application of cyclodextrins for the formatting of a compound with biological activity was filed in 1953 (Freudenberg, 1953) . From that moment, a recrudescence of the study of cyclodextrins, both in terms of their industrial production, as the exploitation of their properties, their chemical modifications or alternatively, their application areas (Duchêne, 1991) .
Description of Cyclodextrins
These are natural host molecules obtained by enzymatic degradation of starch. All groups polar (hydroxyl OH) are located outside; all delimits a cavity having a hydrophobic character.
This character allows cyclodextrins to include in their cavity, molecules hydrophobic to form inclusion complexes soluble in water ( Figure 1) .
The three dimensional structure of β-cyclodextrin was obtained from the study of monocrystals by X-ray diffraction (and even a few monocrystals cyclodextrin complexesinvited) which helped to highlight the structure truncated of cyclodextrins and to determine the dimensions of the cavities of each of these (Saenger, 1998) (Figure 2 and Figure 3 ).
Triphenylphosphine and its Derivatives
Triphenylphosphine is a phosphoric resin used in formation reactions of Ether, in organic synthesis and also in the necrophagous of alkaloids.
Triphenylphosphine and its derivatives are also used in the pharmaceutical industry because they have the ability to include in environments called active sites. These molecules play a major role in the inclusion field and are often used as guest molecules.
These molecules are called triphenylphosphines given the presence of three phenyls and one phosphorus bound with them.
We will show this molecule in two dimensions in Figure 4 and Figure 5 .
Inclusions and Complexations
Cyclodextrins are common compounds for the inclusion of hydrophobic molecules on the condition that the size of the guest agrees to the internal dimensions of the cavity. Cyclodextrins may well include some or all guest compound, which then gives rise to the formation of Figure 6 .
The various structures of cyclodextringuest complexes in aqueous solution, described in the literature are as follows 1. Full inclusion 2. Inclusion "axial" 3. Partial inclusion 4. 2:1 complex 5. 1:2 complex 6. 2:2 complex 7. Complex "nonspecific"
Molecular Docking

First View of the Docking
The DOCKING is the study of interactions between molecules.
Interactions between molecules are not binding and therefore concern:
• VDW interactions (van der Waals) • Electrostatic interactions • Interactions Hydrogens
Second View of Docking
The set of mechanisms and interactions occurring during the formation of molecular complexes. (A method of assembling one or more molecules).
Molecular docking programs oriented structure are based on the hypothesis that the guest molecules forming favorable interactions with the receiver must have a high binding affinity.
The main functions of molecular docking are:
• To predict how molecules will be assembled. • And to identify the factors that determine the specificity of the interaction method: 1. Find both a. The active conformation b. The orientation in the host (active site). 
MODELING The Genetic Algorithms
In the early 1960s that John HOLLAND of the University of Michigan began to show interest in what would become the genetic algorithms. His works have found a first culmination in 1975 (Holland, 1975) . HOLLAND had a twofold objective: to improve understanding of natural processes of adaptation, and design of artificial systems having properties similar to natural systems.
The basic idea is as follows: the gene pool of a given population potentially contains the solution, or a better solution to a given adaptive problem. This solution is not expressed because the genetic combination on which it relies is split between several individuals. Only by combining these genetic combinations during the breeding that the solution can be expressed. Trivially, one could for example consider that the shortening of the leg and the extension of the fingers in the basilosaurus two "genes" different. These "genes" do exist simultaneously in any individual. During reproduction and genetic recombination associated, an individual inherits, by chance, one that these genes from each of his parents: his leg is now a flipper.
The originality of the work of HOLLAND based in particular on the fact that he did not consider mutations as the only source of evolution but also and especially the phenomena of crossing (CROSSOVER): this is by crossing the existing potential solutions within the gene pool that can be closer to the optimum.
The Genetic Algorithms are based on the theory of Darwinian evolution. They are to evolve a population of devices using different operators: selection, crossings, and mutations. They are especially used for optimization problems with many parameters and multiple objectives. 
IGI GLOBAL PROOF
Genetic algorithms are used in many fields including may be mentioned the industrial processes, the pharmaceutical industry, inclusion phenomena, the molecular DOCKING... The selected stop criterion is the number of iterations.
THE OPTIMIZATION PROCESS BY GENETIC ALGORITHMS
It evolves a population initially called Genesis by different genetic operators such as selection, crossover and mutation to obtain an intermediate generation which in turn must be evaluated to obtain the generation T+1 called Generation a child. This process is repeated until the desired result.
The vocabulary used in genetic algorithms is given in the following definitions: We talk about objective function when the optimization process has several objectives against talking about fitness function when the objective is unique.
Rating
The results obtained are used to calculate the objective functions and the adaptation function.
Selection
There are two types of selections:
• N/2 Elitism: Individuals are sorted according to their fitness function. Only the elite half of the population is selected (Fast convergence). • Select by Tournament: Two individuals are randomly selected and fight (we compare their adaptive functions). Thus N/2 individuals are selected to form the middle generation.
In our study selection used is that of N/2 elitism.
Crossover
• Crossover Point: Once filled the middle generation, individuals are divided into couples hermaphrodites. This treatment is done at the binary level.
A child is formed by combining the genotypes of both parents as shown in Figure 8 . The crossover point is randomly selected. This type of crossover was used in our study when there are other types of crossover 2, 3, ..., k crossing points.
Mutation
Reverse bit in a chromosome.
Mutation is used to prevent the evolution to freeze and mathematically guarantees that the global optimum can be achieved.
Mutations are performed with mutation probabilities.
How Chooses the Number of Individuals in the Population?
The population size must be selected to achieve a good compromise between computation time and result quality.
The convergence of the genetic algorithm depends mainly on the operation genetic "mutation" and the correct choice of other operations such as selection (N/2 Elitism).
Figure 8. Crossover points for parents and children with genotypes
Justification of the Choice Focused on Genetic Algorithms
If we oppose exploration and exploitation of the search space, we can say that Monte Carlo methods allow a good exploration since every point has an equal probability of being reached, but there is no exploitation of results already obtained. With the gradient method, exploration is less but the exploitation of previous data through gradients allows a good local search. Finally, evolutionary algorithms offer a good compromise between exploration and exploitation. We're going to look more closely.
Modeling of the Inclusion of Beta-Cyclodextrin by Genetic Algorithms
Influence of some Geometrical Parameters on the Interaction Energy
The method of genetic algorithms is an evolutionary method of optimization. This process is the change of variables called parameters of the problem; they shall operate in a range of variation known area of research.
For reasons of space exploration we have chosen as parameters of the genetic algorithm the following geometrical parameters: a distance and two angles which are detailed further.
The goal of our experimental study is to search the inclusion complexes more stable by minimizing the energy of the complex which represents the fitness function (fitness function) of the genetic algorithm. These complexes are found among an elite population obtained by our genetic algorithm. The objective is to vary each parameter of the genetic algorithm in its search space and calculate the corresponding energy of the inclusion complex. Calculations will be made by the molecular mechanics with the force field MM +.
NB
• BCD: beta-cyclodextrin. • TPP: Triphenylphosphine.
Parameterization Inclusion
D, Θ et Ψ represent the variables of the genetic algorithm ( Figure 9 ).
Influence of the Distance between the Beta-cyclodextrin and the Guest Molecule
This parameter represents the distance between the phosphorus atom P of the TPP and an imaginary point X in the center of the cavity of the BCD. This parameter varies in the field of research [-3Ǻ. 3Ǻ] ( Figure 10 and Table 1 ).
For this parameter the minimum energy is reached at an intermolecular distance of 2 Å. That is to say at that distance was a more or less stable conformation for the inclusion complex ( Figure 11 ).
Influence of Rotation Angles of the Guest Molecule
To allow adequate exploration of the search space we have chosen two rotation angles, we will define in the following:
The First Angle of Rotation (θ)
This parameter represents the angle of rotation of the TPP around the axis that represents the axis containing phosphorus P and the imaginary point X. This axis is called the axis PX throughout this study. This parameter is varied in the field of research [0. 2π] (Figure 12 ).
For this parameter the minimum energy is reached at: θ = 120 ° and θ = 300 ° (Figure 13 ).
This variation is periodic with period 180 ° (π).
Note that these calculations were done at a intermolecular distance of 2 Å.
The Second Angle of Rotation (ψ)
This parameter represents the angle of rotation of the TPP around the axis perpendicular to the axis PX. The axis containing phosphorus P and the imaginary point X in the center of the BCD.
IGI GLOBAL PROOF
This parameter is varied in the field of research [0. Π] (Figure 13 and Table 2 ).
Except the values of ψ = 120 ° and ψ = 130 ° where the energy is minimum, other energy values are apparently constant and revolves around the value 21 242 Kcal / mol.
In the first result we can say that this parameter has no influence on the inclusion except that the value set will be 120 ° which will be taken throughout the iteration of the genetic algorithm. Figure 14 shows both host and guest molecules before the start of inclusion. Figure 15 shows the relationship between the TPP and the BCD at the beginning of the inclusion.
BCD -TPP Before Inclusion
INCLUSION
Complex Optimized
In this part of the study, we used the software "hyperchem 7.5" for geometry optimizations. Figure 16 shows the BCD-TPP complex optimized by molecular mechanics with the MM + force field.
Comments
This initial work was done using a bond between a carbon of beta-cyclodextrin and one triphenylphosphine. As second technique we use the notion of imaginary point which will be the center of the cavity of beta-cyclodextrin Figure 13 . Graph of the energy relative to the rotation angle ψ and will be linked directly to phosphorus of triphenylphosphine. Figure 17 shows the phenomenon of inclusion by the second technique.
RESULTS AND DISCUSSION
Mechanisms of inclusion of cyclodextrins have been extensively studied using semi-empirical methods. Different theoretical approaches, either molecular mechanics or molecular dynamics, described these mechanisms, but the disadvantage of the latter is that by the different positions of guest molecules inside the cavity of the host molecule, only a minimum local can be found (Lipkowitz, 1998) without that we can say that it is the most stable structure. And then finding a global minimum is required.
In the study of an inclusion complex of certain terms are to be considered or studied as stoechometric of the complex, nature of the complex (association or inclusion), the conformation of the guest molecule, the geometry of the complex formed and the calculation of constants complexation. In our case we are Moreover, several studies using Quantum chemical calculations, among which we cite the study of quantum inclusion complexes (Chekirou, 2004) , have shown the existence of phenomena between beta-cyclodextrin inclusion and phosphine derivatives.
In effect, a study conducted in the laboratory (LPCM) by Mebrek (2003) showed that the use of semi-empirical AM1 method for the formation of complex 1: 1 gave rise to stable energy states.
In what follows we performed a comparative study of minimum energy complexes found by our genetic algorithm with those already studied. In our study we did not test all possibilities for inclusion because these opportunities are the result of our genetic algorithm optimization, which we output delivers the most stable conformations.
Some Results of the Software
We ran the software with more iteration and we found some results that we will exploit in the comparative study, identified in the Table 3 .
Study Antecedent
Regarding the studies in the field of inclusion we have chosen the results of the study:
"Quantum Study of beta-cyclodextrin inclusion complexes / phosphine derivatives" (Chekirou, 2004; Mebrek, 2003) for a comparative study both the stability of complexes formed and in terms of inclusive methodology.
Modes of inclusion of TPP inside the cavity of the BCD used by our colleagues are ( Figure  18, Figure 19 , Figure 20 and Figure 21) (Table 4) 
SUMMARY RESULTS OF THE STUDY
Comparison of Studies
• The Methodology of Insertion: In our study, we identified both host and guest molecules by a distance between the center of the cavity of BCD and phosphorus from the TPP by cons in the study they used to compare two dummy atoms (dummy atoms) du1 DU2 which are respectively the center of the oxygens of the BCD and the center of the TPP. From the ideological point of view it is the same way to insert the guest molecules in the cavity of the BCD for both studies. • Exploration: Regarding the other study, all the possibilities of inclusion of TPP inside the cavity of the BCD have been investigated, namely the four possible modes, illustrated. For against our geometric parameters are calculated by our genetic algorithm and therefore we will directly inclusion mode with these parameters. • For the energies of the complexes formed of the inclusion we notice that the energies of the complexes formed by the inclusion of our study are lower than in the previous study and therefore our complexes are more stable. 
NB:
The third parameter (angle of rotation relative to the axis perpendicular to the PX already seen in the preliminary study) was set at 120 °. 
CONCLUSION
Conformations desired of the guest molecules for the formation of inclusion complexes are the result of an evolutionary method also genetic algorithms that after optimization of the research process of these conformations will be recovered as output the geometric parameters of these conformations can be conducted calculations by different methods by cons for studies already developed is enormous and requires different calculations (in quantities) to really know the mode of inclusion and conformations for the formation of stable inclusion complexes.
Note that the optimization process by the method of genetic algorithms coating a vast exploration of the search space against exploitation requires considerable time processing.
The use of cyclodextrins in inclusion coating in increasing interest in various fields. In our study we optimized a BCD with the inclusion of the TPP by an evolutionary method, in addition to genetic algorithms, chosen for its large exploration of the search space.
Given the large number of conformations found in the results of the genetic algorithm, we noticed in our study the strong convergence of the algorithm to potential solutions. Thus obtaining a multitude of solutions gives us the opportunity to sort and choose the conformation elite who forms the inclusion complex with TPP.
The heaviness of genetic algorithms observed in our study is the greed in execution time that grows exponentially with the number of iterations by cons is some convergence towards an optimum. 
